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(57) Abstract 

A monoclonal antibody specifically recognizing a cerebral prostaglandin D synthetase; hybridomas producing the monoclonal 
antibody; a method for detecting a cerebral prostaglandin D synthetase or diseases which comprises detecting the synthetase with the use of 
the monoclonal antidody; and a kit for detecting a cerebral prostaglandin D synthetase which contains the monoclonal antibody. 
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RWttty 2 p-*-;i/ft# % ft* J 9 n-i- zfi) K-v. 
y ? d - * n fclSfM -f □ * * ^ 7 > > D ®fc fcB 

**s/^--ecj:oT^$ns^p^^^5>i?>iB©*ii©irffi#) 

7 >^^D^^S^/;P^^^>^#S!©l»ill!ypx^^5 Vv>>D£fi)c 
«fflA<#ft-TSCi*<ftie>nrif^5 [Shimizu et si.. J. Biol. Chem. 
, 254, 5222-5228 (1979), Urade et al., J. Biol. Chem., 260, 12410-12415 
(1985) . Christ-Hazelhof and Nugteren, Biochim. Biophys. Acta, 572, 4 
3-51 (1979) . Urade et al., J. Biol. Chem., 262, 3820-3825 (1987)] 0 

^ it, mutt, us. w«s. mmx^m^ut'^tLx^mnm^ 

q*kiz.ftf6+&Ctii<toZ>tl~Ci3Q [Irade et al., J. Biol. Chem., 260, 124 
10-12415(1985). Ueno et al. J. Neurochem. , 45, 483-489(1985) > Urade et a 
1., J. Biol. Chem., 262, 3820-3825(1987). Goh et al., Biochim. Biophys. 
Acta. 921,302-311(1987). Tachibana et al., Proc. Natl. Acad. Sci. USA. 
84, 7677-7680 (1987)] . MU #flk MS. WliSlXttRj»ttif©« 

&££<D*ffim%lzmfc< : ?t&t6Z.ti[>mz>tlX^2> [Ujihara et al., Arch 
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. Biochem. Biophys.. 260, 521-531(1988), Ujihara et al. , J. Invest.. De 
rmatol., 90, 448-451(1988)] 0 

te-tSZttfimmstlTlW* *©£«««ttt**W«C*,fc [Causen, J. 
, Proc. Soc. Exp. Biol. Med., 107, 170-172 (1961)] 0 

v®ftttttB****«o*tt &%mim, mmm. ******* 

tz [Ericsson et al., Neurology, 19, 606-610(1969). Olsson et al., J. Ne 
urol. Neurosurg. Psychiat. 37, 302-311 (1974). Link, J. neurol. Sci., 
16, 103-114 (1972) , Whistsed and Penny, Clinica Chimica Acta, 50. Ill 
-118 (1974), Chemke et al., Clinical Genetics. 11, 285-289 (1977)] 0 

VWfFZtl [Nagata et al., Proc. Natl. Acad. Sci. USA, 88, 4020-4024 (19 

90] , mm?m&A.iz£2>t bmmfa7,^iry>^>D^mMo^.mt<^ 

* [Kuruvilla et al., Brain Research, 565, 337-340 (1991), Zahn et al., 
Neuroscience Letters, 154, 93-95 (1993)] Xtt*»« Lfct b 0- h U-x 
£©Jt& [Hoffmann et al., J. Neurochem.. 61(2), 451-456 (1993)] frftfr 
*U MIC rfy 9*-i-iVKK*:m^tz&&¥Wm£. [Watanabe et al., Bioc 
hem. Biophis. Res. Communication, 203. 1110-1116(1994)] i)<nt>tltz 0 *<D 
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tlTte'V [Hayaishi. FASEB J., 5, 2575-2581(1991)] , U^Ml&frbftmZn 

Oh^z.htlX^h [Watanabe et al., Biochem. Biophis. Res. Communicati 
on, 203, 1110-1116(1994)] 0 
I fzi)< o x, mmf o X 9 7v y V y D ^i*o4"fi«-PO»*i!£ t'ZMft 

izmwt)<& zmmim lx kMfs&^#&4 3 ©rtfi!>-/D x ? r v > ^ 

x * 5 > i> y d jiWKsah*- s fcwvmmm * nr i * a , 

mte*timLznx^t£^ 0 
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* n * ifmm&mi®. tup- i ©ass^ iz&<o'&t,tiz&*j? u - 

o 



i. *j t v-i-jum,#.<Dm& 

(3)ia#0©fliJ££©tS£ 
(6)* /* * a 

(0 ft&onsi 

fcKHTff^tU ^^©l&'l!7 p PX^^7>^>D^ai3!lc DNA [Nagata e 
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t a!., Proc. Natl. Acad. Sci. USA, 88, 4020-4024 (I99l)]*1irft{cffcl,\ * 

mm. cHOijg»^uTO-e^o *Kt>*>, iwdx^7>^ 

y D &®M% c D N A *tsttiMkKV&fm U o T^ff $ 

n>f > h©^3fc£7 5>A/<> h\ BCG, ^>^-X 9 4 9 — »j ? x (CytR 

©nn© ®zm& lt t> j; 

(2) ftgRcm#££*naa0SK 

«y K **** K +4 f tt^3ft<ttffl±JaF4L^. ftfttt, m$<D-ftVkT- 

HT% t t < I* 1 fl|H)~ 3 jBHIBIIBT, 2 ~10Iek JJ * L < \± 2 - 5 

S o 

7-)7 1KS/:^ 10ng~l000#g, ffiStcii 1 ~300#gffl^.5©a<$f £ U> 

o 

(3) ift^fifiOSiJ^^OS^ 

fflte©**±»4«©ftM*fflst-s^*itALtt^ntf^^/ < i:^ 0 &&&& 

©2r&<h LTtt^ftltt#«iLtf, E I A (x>1f -f A-T A J 7 y *J ) % RIA 



WO 97/16461 PCT/JP9d/03190 

(5WA;77^) , EL I SA (»*a^A;v;K>h7 7 t>f) 
* F I A (ft****) ^-KWCf^Ci^^o *MTttiC^ 
-ftCEL I SA*<««T**jft W *Ll> Q 96*0 

^>D^rt***»4iLT*»i£i(kBL, h*hi:*-* 0 ft-j^mtT^r? 

:/D„*>rU o W >j> MmM (OT rpBSj ii^„ ) T ^ L/ . 

(4) 

AtfHAT**) -Wfe*ffi*J\ ft«4iB4LTWLfc«iTO*4lftll 
******** fc©*<ff*U* 0 -ft«i:8-7f/7iVitt||i*(fln, &ft 

**^«L (HGPRT-) % bm>f>-7;;7f'j>.f;i;> (HAT) 

^o-7»jg0^itm P3X63Ag8 [ATCC TIB-9; Nature, 256, 495 
-497(1978)] % P3 X63 Ag8U. KP3U1) [ATCC CRL-1580; Current Topics in Micr 
obiology and Inununology, 81,1-7(1978)], P3X63Ag8.653 [ATCC TIB-18; Burop 
•an J. Immunology, 6, 511-519(1976)], P2/NSI/l-Ag4-l[ATCC CRL-1581: Natu 
re, 276, 269-270(1978)] tt£©v* * $ id- 7 «. 210. RCY. Agl. 2. 3( 
Y3-Agl.2.3)[ATCC CRL-1631; Nature, 277, 131-133(1979)] fc t'Oy y hix 
B-vmm*. U-266-AR1 [Proc. Natl. Acad. Sci. USA. 77,5429(1980)] , CM 
1500 [Nature. 288. 488(1980)], KR-4[Proc. Natl. Acad. Sci. USA, 79,6651 
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(1982)] fc h i*a--?MJfeftm*m*tZCtt)<r%Z 0 

tt»WL* Ctl^SIWtSo 9&n«ttiMlf^PBS , DMEM, RPMI1640, B- 
RDF^©^Xte*g»&K!i®U #200-250 X f > yvalTSM, 

fcfc* ±E$ip— 7lfflia<!:a(*fi^«Ha < !:*fflia»^$-li-5o 

s RPMI-1640 Jgtttu B-RDF^ite^i'©S&«|}a^S|ffi^ltfe4iT'10 6 ~10 8 M/ 
mlO^iD-^iBjaitlt^fi^iRMat^ fi£ifcl : 1-10T, 0| 1 : 6 
OHJ^-Ts RPMI-1640 KiOffi^fttt^f©^*-^ 
fliii&J^STs 30~37t-e 1 M5$MMBlSR±£»tt$tf S c £ IZ± o T»*W 

1, 000 —6, 000 ©* 'Jxf t^iJ h'--;l/T;U3-;u % X(i-tr> 

(5) K-vOHRS^d--^^ 

T-f * h±(ciO J ~10 6 M/'i' xvMI&£ £ x & 
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i LT£W U:Ox ^is^* n**#±»o-« Lx BiftLfc^o 
> D*AB*ctt±ft**fe L L fcfc-ttttfctoa.T-f 
*oe^ll*»*ftft*3ett (BIA, EL ISA) , RIA^ICtoT 

o 

(6) *y ^D-^-yHltflcotgK 

fcfc^TMU K-v£l0~20%ff?i/ifii7f|£:£ RPMI-1640 

*9«L MEM «*XttE-RDF««iXttMj|ll»««I^©»«lBlia««*ifti|iTx i§# 
©i£g&ft (0»j;U*37 o C. 5%C0 2 «g) T 2 U *©«±»* 
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i:r»Jx^> (2.6.10. u-7- Yv t+jvo*?* » mo&Mi&ZikS-L. z 

K-T 1 X10 T ~ 1 xlO'ffl. L< f*5xl0 7 1 X 10 8 ^ 

ffaictt 2 ~ 3 iaiaa«ctt7kxttiiii»*«#it-So 

- N T'Df'f >At7 7 o-7) l < i:i^ffll^77^f ^f-^D7 h^77^- 

{CD— f>r 0.2X-lf5^>PBS^-eyn.y + >rt^^, BftMfcL 

fc* y ? P-*;utfi;#£i$iiDU -f^a^-htSo \£**yitLtz* 

£8fcfrU fSfeg®£ LTABTS(2,2 , -T^y-v?-(3-i^;l/-OV^TV r| ; > 

SftaMI: Ifct^D-* /Uttttiic ^ ti # U * o - * * Sin U ■< > * * 
S&inU £ >+a^- h-TSo -f hSl7U- h£3fc#U »fe 
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LTABTS(2.2'-T-;y- i ;-(3-^^;^ > ^ 7 , /1J> _ 6 . x ^ >K 



* 75 > * >D^rt**xtt*ra^ D * * 75 > s; > omm 4 x e h _ ^ 

'^>*>D£as*®ftai&lHtt6tt, EIA. ELISA, RIA. FIA, 



>o 



4. «ffl^n^^79>s;>D^flfc**ttajffl* y h 
(2) Sg&fc 

ttz, ±E*» ^»£LT*>K*»*HLIS«*a*™tf, **9)<z> 

(1) *y * n-^iatt 

(2) »MMYk«y ^ p-^-/Hft#*^tt#u ^o-^-yp^ 

(3) SK&tt 



1 o 
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*y MiTlE©tt£ * 0 

(1) &t*>{l*s 9u-i-jitKW 

(2) MmmmtTW>xiix vvvvytvy 

(3) mn®m 

(1) *y ? p-^-;l/{jt{* 

(2) t**^ Wfc* / ? d - ^ ;U*a#Xte U ? d - :>-;t/$i# 

(3) »*ii^7t*y>x«xn/yh7t'^> 

(4) SK&ft 

ftizmmztl. »iiyoX^/7>^>D^SlicDNA [Nagata e 
t ah. Proc. Natl. Acad. Sci. USA, 88. 4020-4024 (1991)3 Znmc'&KK 

a 4 > V<Df.%±T f»\ BCG, ^>*-X ^^-v-y^x (CytR 

© fsrn <d h © £ l r *> <t ^ 0 

l l 



WO 97/16461 PCT/JP96/03190 

bit. l < ti 1 aw- 3 aWPa1HT> 2 -100. * L < tt 2 - 5 

5 o 

ire ri.*y*n-*;Utfctt©Jjfij ©(3)£fcI2tt$nfc:fr&K:ftoT*a 
-ettKLfcflL «4l>»«*(f ^o-^^^^^Jfiim^b 
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PCIYJP96/03190 



% 2 at** m&mm&vtim'fvz *>D&im%<D s d s »; 7 

So 

Ur y K-T -y EL I SA&fC : *7 ?o-:h;UttftlB7 <£ffi, -fctt 

K-f v^ELISA&tCJ:£/'-&$i;# : *y ?n-^/Ufc#6F5 ffiffl, -&ffc 

*9BW\ yoX^^>^VD^«0^ifflIiHfli^ft BT'&£ ( 
K-f y^lSA&K : * J t o-^;Uft#lB7 ftffl, 

ft : t';*^Wfc#y *p-*;Uft# (A) . \£*f->4lm (B) , tf**>ffc 
10A3 (C) ffiflH o 

mi OBI*. rnx^^5>^>D^»*0^*ffl«!Htt»*^-rBT*$ 
(1^> K-f v3 L ELISA&K«fc£/-&in;f* : * / * n -i~J^mOA3^m. -ft. 
#t#: \£*?>4t#q *7u-±)i,fcft (A) . t'*^WfclB7 (B) 0 

%\ lBti, ^o^^^7>5?>D#JSR»*©«ffl«mifll«*^fBT*S 
K'T y ^ EL ISA& lei : *^ ? o-^-;U^7F5 -fc 

tft#: t'*?>il#i) + (A) . fc**^WblB7 (B) ftffl] 0 
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Jells Siakflf:J:(}*»i»«d&(c||^{cM-rSo fit. **Wttcti6 

(i) ifijRom 

SUIT* SHI'/dx 9 y ^>D^Sftl:o^Tli, fc£^I¥W^8; 
fit) £{£fflLfco IHSyo^^^^yyDMS^GST^^^IiBi^ 

PCRTiitgLT185bp ©a«S*»Aio 

Ec23ALA : E?iJ#^ 1 

78NMUTA : EJflJM 2 
PCRti, TaqDNA#»J^9— tf(*ajft4t«) % $)JP8&£ BcoRK XhoK T4DN 
A tf(JBJ±£Sit*±$!!)*ffll\ PCR&# 94XJT5»ffl. 45 < CT3^Pb1 

x 72^C T'5^F H 1^ HM*;U£LT£ tt£28-!r << >? ->1z« 

^SE?iJ±T(il52§g©^7-> (G) ^t»327#SCD»> h*>V (C) *W 
iflSStU 5' -*J»fc BcoRI-tM h*<i*A$*lSc COlBfctdU 238#g© X 
ho I1M h PCR£tl£ EcoRI-XhoI LTIf n -x > 

UOiSyDX^/7>i?>D^«cDNA [Nagata et al. . Pro 

1 4 
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c. Natl. Acad. Sci. USA, 88, 4020-4024 (1991)] ON-^Jg^iggs lf Zo 
G S TMa^ >'*?M<D'<t' ^-lipGEX-2 T (7 7 ;l/7y7j±» ZMV 
. EcoRI 1M blzWAltZo 

- K-fSSI5#£P CRT'*t«gLT521bp©g#f£*#*: 0 

forward primer : 3 
reverse primer : B£?'J#-f- 4 

PCRIi, TaqDNA^V > v— {?(SSig*±8S!)£ffl<,\ PCR&# 94 < CT'5f> 
RK 45°CT3^, 72°CT'5#P E g£ 1 tM LTCft£28iM A: 

O 

i>K iSSge?iJ±-e(il52#g©r7-> (G) ^bSSe^gOT-r-^ (A) £ 
Vi><®mZtl. 5' -^Sg{C BamHI-9-^T h^#A$tl, 3' -^SgKBcoRIiM 
r-#2£A$*lSo it*! SttfcDNA^ GSTH&£*>/N-?ff©^*--e&Sp 
GEX-2T C7 r yUv>7*±$3) ©EcoRI/BamHI -tr>f H:»ALfc, 

-tmititzo c^fsictot iptc mmm±mm mhax\,tmm^m% 

2mm(D : &±L®9 o (E. col i DH5a/pGDS2&r>'B. coli DH5a/p 
CDS7) <k *9 ^SS! Lfclr >"7*;U£D10~20% /7f'fX> h y/U"Zr SDS-PAGE 

i (j^i?-^-, b->2-5 £ 6~9a<*n*-'*i|5|-?o->'E& 
7;i'-?£&o b->2Rr>'6 N L/-y3&r>'7> v- y 4 &r>' 8 
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SDS-PAGE E. col i +T(i#?S#t;45kDaGST-y 0**^5 

> * > D £fijcg*ft£ * >,< * Mom-C&IE U h n > h* J: , T ^fi 

^D^r7>^>D £idcM©#^*20kDaicHHr-a-r sct^b, 
li^o r 5 y s; > D**»** ff T & 3 c 4**^*. 
(2) Sa#££*IBS©fa$J 

*5>» WbfcfTofc. :ox 7 ;^ 3 >100// 1 (BALB/c) ©H$glg 

©STlCftALfco MIC. to®&m^Zffl$&£mmizLT7u4>h<D*% 

±Ti>*'<>h£<Dx.vjui> m >tLTnni Kiammmz, mmmm iz & a 

lT&l]Q$LmZ?f^t Zo MIC, igSn^g^t>3M^lC. 100^g/200^1<b/<i 

£izjLt)n.&mmz&tz 0 

(3) 



1 X10 8 ffl<h. ^ iD--7P3-X63-Ag8-Ul(P3-Ul)^ 1 

X(*P3-X-63-Ag8.653J* 1 x 10 7 j@ <h ^50% (W/V) PEG (#^*1,50 
0s Boehringer MannaheimtM!) 4>T0iRtfHer2enberg©;£& [Selected Met 
hods in Cellular Immunology, 351-371, W. H. Freeman fi Co., USA press. 1980] 
Izft-iTM&ZittZo 
(4) ^Y7'J K-v©;g#? 



l 6 



WO 97/16461 PCT/JP96/03190 

A^yiJ K-vOStR«x HAT t&t& [ t >1. 36mg/dl , Ti/7r 

U >19. ljtig/dK f- i v>387*/g/dk *>=t O'^ i/^!^lfa?il0%&O'0rigenHCF( 
IGBNtt»!)5K££t;B-RDF £ift] £fflt*TflfiEOi £©#ftlCftoTfTo fc c 
(5) €• y ?n-^/l/ft#C>;lJR 

ft btlfcl* JWM*»tt$ x /H5ffl£0BIM&ttfc**ft 2 Mm <0 fit C <b iZ J; «9 
* d - >it L fc 0 ft fcftfc 6 fi© ? a - >£2(TJC*t;££Ti&gt 6 C i(c J; 
0. USM^ n * * 5 ;/ i>> D KftR W EE t 5 * /* * p - * 

DFig*fe50ml£ffl^T. 225cm 2 ©7 5 * nflT' 5 %C0 2 ©#2ET. 37°CT4BP H l l 

mm 





£«7x;Hfc 




9x;l/& 


9x;M& 




9 6 0 


7 7 8 
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) T^S2L^ta^^ffl^/3ELISA&{CJ:0#^^^<l.t>n^7x;^, r 

«tlt*ff o/:Ox;^S»t5o b'-y 9T v^LizSftomUWZm 

, 6F5> 7F5, 9A6, 10A3£fc£U ZtlZ'tltomi&Wfr&.&t J * v- + 
frirLfcZZtlZ'timUnZfotltZo ±K*BHS<* (1B7, 6F5. 7F5. 9A6. 

10A3) (i. I3Sft»|££*l¥l£8f&»F3£*r (B*i^io<tOTlT§ 

lt35) 1B7ICOUTWFBRM BP-5709 m2t&B¥-!& 7 # 9 £ 21 B) , 6F 
5iCol>TfiFERM BP-5710 (^ftB¥fiE7^9^21H) . 7F5lCo^TteFERM 

BP-5711 MM8^6fl 6B), 9A6lC-DHTttFERM BP-5712 (Jf^St 
B¥J&8if 6 £ 6 B) > 10A3 lco^T(±FBRM BP-5713 (03?rE B¥Ji!c 8 *P 6 £ 
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6B) iLtmt$im^o 

(6) * J ^D-^/Utt^oJjia 
±E(5) T~t'<y97v7ltzmi&m\n. 6F5, 7F5, 9A6. 10A3£v«7X<7) 

/ml i§/c 0 
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